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Cnoco6 jieneHUH saSojieBaimft, 
(xmpoBo^aronmxcji H3Mchchhhmh KanecTBeHHoro h/hjih KOJunecTBeHHoro 
lb cocraBa BHeicneTOHHOfl ffHK KpOBH 

06jiaCTB TeXHHKH 

H3o6peTCHHe othochtch k MeaiamHe h BerepHHapHH h mo>kct 6ht& 
15 Hcnojib30BaHO an* jieieHHH 3a6<wieBaHHH, conpoBoacAaiomHxcH Ka^ecTBeHHtiMH 

HJIH KOJIHHeCTBeHHHMH H3MeHeHHflMH BHCKJICTOHHOH JJfiK KpOBH, a HMeHHO: 

reHepajm30BaHHBix hh^ckcchohhbix 3a6ojieBaHHfi, Bbi3HBaeMbix 6aicrepHHMH, 
3a6ojieBaHHii, BtBBiBaeMHx rpH6aMH h npocrcftnraMH, arepocKJiepo3a, caxapHoro 
AHa6era 5 ajuiepnraecKHX 3a6ojieBaHHfi, cBfl3aHHBix c peaiajneS 
20 ranepnyBCTBirrejiBHocTH 3aMe/uieHHoro Tuna, a Taoce 3a6ojieBaHHH, 
o6ycjiOBjieHHiix MyraimaMH reHOB coMaraHecKHX kjictok. 

npeOTiecTByiomufi ypoBCHB tcxhhkh 

25 IlepeHHcjieHHbie 3a6oneBaHHa corjiacHO coBpeMeHHbiM 3HaHHm 

npeACTaBJWK>T co6ofi KpaftHe HeoAHopoflHBie h pa3JiBraaK>njHecfl MOicny co6o# no 
3THojioraH h naxoreHe3y 6ojie3HeHHbie npoaeccsr. B cooTBercraHH c srmm 
npe^cTaBJieHKHMH h neneirae 3Thx 3a6oJieBaHHH ocymecTBJMJiocb coBepmeHHo 

pa3JIHHHbIMH MeTOflaMH. TaK, OCHOBHbIM CnOC06oM JieHeHHK 3a60JTCBaHHH 5 
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BbBHBaeMBIX 6 2lKTCpHHMH , rpH6aMH H np O CTeHUIHMH , 5EBJIfleTCH aHTHSHOTHKO H 

xHMHOTepannH, cm. Merck Manual of Diagnosis and Therapy; 16 th Edition. 

Ochobhbim cnoco6oM jieKapcTBeHHoro JieneHHH aTepocKJiepo3a aBJiaeTCH 
TepanHH npenapaTaMH rpynnw craTHHOB, no^aBJiaiomHx cHHTe3 xoJiecTepHHa b 
5 opraHH3Me ? cm. New Concepts and Paradigms in Cardiovascular Medicine: The 
Noninvasive Management of Coronary Artery Disease, K. Lance Gould, THE 
AMERICAN JOURNAL OF MEDICINE, Volume 104, June 22, 1998, 2s-17s. 

B ocHOBe neicapCTBeHHoro jie^eHra caxapHoro OTa6eTa Jie^caT Tpn ochobhbdc 
nojptofla - 3 aMecTHTe JitHaji TepanHH npenapaTaMH HHcyjnraa, JieKapCTBeHHas 
10 Tepamra, HanpaBJieHHaa Ha yjiynnieirae ceiepen;HH HHcyjiHHa no^acejiyMOHHOH 
^cejre30H, jieKapcTBeHHaa Tepanioi, HanpaBJieHHaa Ha noBtiineHHe 

HyBCTBHTeJIbHOCTH TKaHeH K HHCyJIHHy HJIH yCKOpeHHe yTHJIH3aUHH TKaHilMH 

rjnoK03bi, cm. Pharmacological Management of Diabetes: Recent Progress and 
Future Perspective in Daily Drug Treatment, Gerard Emilien et.al., Pharmacol. Ther. 

15 Vol. 81, No. 1, pp. 37-51, 1999. 

B ocHOBe TepanHH anneprnHecicHx 3a6ojieBaHHH, CBjraaHHtrx c peaioiHflMH 
runepHyBCTBHTejibHocTH IV rana Jieaorr HMMyHocy np ec chbh an hjih 
HMMyHOMOAyrrapyiomafl Tepanna, cm. Therapeutic Immunosupression, 
ed.A. W.Thomson, Ser. Immunology and Medicine vol.29, Kluwer Acad.Publishers, 

20 Dordrecht, 2001. 

3a6oJieBaHHH, pa3BHB aionmecH BCJieflCTBiie Myraunfl reHOB coManraecKHx 
KJieTOK, h conpoBOxczjaiomHecfl pa3BHTHeM coMarnHecKoro M03anijH3Ma, BOBce ne 
HMeioT cpe^CTB 3THOJioniMecicofi Tepanroi, GcyiuecrBjmeTCJi miuib 
CHMnTOMaranecKoe jieneHHe, cm. Youssoufian H, Pyeritz RE. Mechanisms and 

25 Consequences of Somatic Mosaicism in Humans,. Nature Reviews Genetics, 
2002;3:748-758. 

Ochobhoh npo6jieMOH aHTH6noTHKOTepanHH 6aKTepiiajibHbix HH<|>eKisHH 
cHHTaeTCH npo6neMa jieicapcTBeHHOH pe3HCTeHTH0CTH. UupKyjumnn pe3HCTeHTHBix 

K aHTHSHOTPreeCKKM CpeflCTBaM IHTaMMOB 6aKTepHH H HX HOBO06pa3OBaHHe B 

30 npouecce Jie^eHim (HanpHMep, BCJieACTBHe (j>opMHpOBaHHH b opraHH3Me 6ojibhoto 
6HonJieHOK) aBJisioTCfl ochobhoh npHHHHOH He3$(J>eKTHBH0fi TepanHH (The use and 
resistance to antibiotics in the community. Cizman M, Int J Antimicrob Agents, 
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2003, Apr 21: pp.297-307. 06menpH3HaHo, hto npo6iieMa 

aHTH6HOTHKOpe3HCTeHTHOCTH MHKpOOpraHH3MOB B HaCTOJffljee BpeMH HOCHT 

xapaicrep rjio6aJn>Hofi yrpo3Bi (Mechanisms of antimicrobial resistance: their clinical 
relevance in the new millennium. Sefton A.M., Drugs, 2002, vol. 62: 557-66) h 
5 TpeSyeT pa3pa6oTKH hobbdc aHTK6HOT*raecKHX npenapaTOB c ophthh3jibhbimh 

MexaHH3MaMH aHTH6aKTepHaJIBHOrO B03fleHCTBHJI H HOBBDC HeaHTH6nOTHHeCKHX 

cnoco6oB B03^eficTBHH Ha HH^eioxHOHHBrfi npoiiecc. B HacTHocra, npn jieneHHH 

HHtjbeKIJHH, BBI3BaHHOH pe3HCTeHTHBIMH K neHHUHJIUHHOBBIM H Ije<|>aJIOCnOpHHOBBIM 
aHTH6HOTHICaM rpaMM-nOJIO^ECHTeJIBHBIMH KOKKaMH, HCnOJIB3yeTCfl aHTH6nOTHK 
10 BaHKOMHUHH. K OCHOBHBIM erO He^OCTaTKaM OTHOCHTCH: pOCT KO JlHHeCTB a 
BaHKOMHmffl-pe3HCTeHTHfcIX UITaMMOB B I^HpKyjiaitHH* BBICOKafl tokchhhoctb; 

otho cirre jtbho y3KHH cneKTp aKTHBHOCTH npenapaTa (The threat of vancomycin 
resistance. PerlTM, Am J Med 1999 May 106:26S-37S). 

B cbh3h c nepeHHCjieHHBiM OTJiHeTCH aieryajiBHOH 3a^ana noncKa Mexo^a 
15 aHTH6aKTepiiajiBHOH TepamiH 3(j)<|>eKTHBHoro, MajioTOKCHHHoro, aKTHBHoro b 
OTHomeHHH mnpoKoro cneKTpa 6aicrepHH, b tom HHCJie pe3HCTeHTHBix k 
aHTH6HOTHHecKHM npenapaTaM. 

Ilpo6jieMBi aHTHCnoTHKO h xHMHOTepanHH HH^eKAHH, Bbi3BiBaeMLix rpn6aMH 

H IipOCTeHUIHMH, HOOT, B OCHOBHOM, TOT 7KQ XapaKTep, HTO H npo6jieMBI 

20 aHTHSHOTHKOTepanHH 6aKTepnajiBHbix HH^eKUHH; HanpHMep, npn jieneHHH mnpoKo 
pacnpocTpaHeHHBiM aHTHrpn6KOBBiM areHTOM aM<j)OTepHUHHOM (Antifungal drug 
resistance to azoles and polyenes, Mar Masia Canuto et.al., The Lancet Infectious 
Diseases, Volume 2, Issue 9 , 1 September 2002, Pages 550-563; A systematic 
review of the antifungal effectiveness and tolerability of amphotericin B 

25 formulations, Jane P. Barrett etaL, Clinical Therapeutics ,Volume 25, Issue 5 , May 
2003, Pages 1295-1320). 

ATepocKJiepo3 npeflCTaBJiaeT co6oh cncTeMHoe 3a6ojieBaHne, 
conpoBo>icAaiomeecH (j)opMHpOBaHHeM cneuH^nnecKHX arepocKJiepoTiiHecKHX 
6jiHineK b creHKax KpynHBix h cpeflHHX apTepun. B 3 as h cum o cth ot MecTa 

30 noaBJieHHfl, cxa^iiM pa3BHTM h BejiHHHHBi aTepocKJiepoTHHecKHX 6jiHmeK 
3a6ojieBaHiie HMeeT pa3niraHbie KJiiiHiinecKHe npoHBJieHiin (HuieMKMecKM 6ojie3Hb 
cepwa, HHcyjiBT h flp.). JleicapcTBeHHOMy h xMpypranecKOMy jieneHHio 
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noOTepraioTCH hmchho npoflBJiemwi cncTeMHoro aTepocKJiepo3a Ha ypoBHe Toro 
hjih HHoro opraHa. ATepocKJiepo3 kbk cHCTeMHoe 3a6ojieBaHHe He hmcct cnoco6oB 
neKapcTBeHHoro jieneHHH. HanSojiee pacnpocTpaHeHHBiM cnoco6oM 
npo4>HJiaKTHKH, 3aMe#JiflK>mnM nporpeccHpoBamie 3a6oJieBaHra, HBjiseTCH Tepanna 

5 HHTH6HTOpaMH 3 -rHApOKCH-3 -MeTHJITJIIOTapHJI K03H3HM A(HMGCoA) peAyKTa3Bi 

(JToBacTaTHH, IlapB acTaTHH h ap.), npHBOAHmaa k noAaBJieHmo CHHTe3a 
3HmoreHHoro xojiecTepHHa h ycKopeHHio KJiHpeHca JinnonpoTenHOB hh3koh 
njiOTHOcra H3 nJia3Mbi KpoBH, hto 3aMefljiHeT pa3BHTHe aTepocKJiepo3a (New 
Concepts and Paradigms in Cardiovascular Medicine: The Noninvasive Management 

10 of Coronary Artery Disease, K. Lance Gould, THE AMERICAN JOURNAL OF 
MEDICINE, Volume 104, June 22, 1998, 2s- 17s). HeaocTancaMH nofloSHoro 

jieneHHH HBJiaiOTca cepbe3Htie no6o™sie s^^eicrbi (A safety look at currently 
available statins., Moghadasian MH, Expert Opin Drug Saf 2002 Sep l:pp.269-74) h 
orpaHHHeHHan 3<J)(J)eKTHBHOCTB (Statins: balancing benefits, efficacy and safety., 

15 Clearfield MB, Expert Opin Pharmacother, 2002, May 3 :pp.469-77). 

OCHOBHOM npHHHHOH HHBaJIHAH3aiXHH H CMCpTH 6oJH>HI>IX npH CaxapHOM 

OTta6eTe 1 h 2 rana flBJunoTca ocjio^cHemw, CBjreaHHBie c pa3BHraeM MHKpo h 
MaKpoaHrHonaTHfi. CwraeTCii, hto AocTH>KeHHe 3<J><])eKTHBHoro MeTaSojiH^ecKoro 

KOHTpOJIH (nOAAep^KaHHe HOpMaJIBHOTO ypOBHK TJ1IOK03BI H TJIHK03HJIHpOBaHHOrO 

20 reMorno6HHa b <|)H3HOJiorHHecKtix rpaHimax b TeneHHe AJiHTeJiBHoro BpeMeHH) 
npenHTCTByeT pa3BHTHio ocjio>KHeHHH. HHcyjiHHOTepanKH, b tom HHcne 
HHTeHCHBHaa, KBJiHCTCH MeTo^OM BBi6opa b cirryaijHax, Kor,na He y^aerca #octhhb 
MexaSojiriHecKoro KOHTpojiH c noMomtio Apyrux jieicap crBe h hbe i cpeacTB 
(Outpatient insulin therapy in type 1 and type 2 diabetes mellitus: scientific 

2b review.,DeWitt DE, Hirsch IB JAMA, 2003, May 289:pp.2254-64). OflHaKO aaxce 

npil HHTeHCHBHHX pOKHMaX TepanHH pHCK pa3BHTH5I OCJIOJKHeHHH, B TOM HHCJie 

^aTajiBHbix, ocTaeTCH bbicokhm (Cause-specific mortality in a population with 
diabetes: South Tees Diabetes Mortality Study., Roper NA, et.al., Diabetes Care 
,2002, Jan 25:pp.43-8). B cba3h c nepe^mcneHHBiM smnxercx aiayajiBHoii h 
30 o6nxenpn3HaHHOH 3a^aHa noncKa hobbix cpeacTB jwsl TepanHH caxapHoro AHaGeTa 1 
h 2 ™na, b tom HHCjie cnoco6HBix npeflynpeamaTB pa3BHTne ociioxcHeHHH. 
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Oothm H3 HaH6ojiee inHpoico npHMenaeMbix b KJiHHH^ecKOii npaKTHKe 
ciioco6ob, npHMeHaeMbix fljra jieneHM coctohhhh, CBH3aHHbix c peaicmiflMH 
ranepHyBCTBHTeJitHocTH 3aMeflneHHoro THna, hbjihctch BBeflemie nenratfa 
UHKJiocnopnHa A (Therapeutic Immunosupression, ed.A.W.Thomson, 
5 Ser.Immunology and Medicine vol.29, Kluwer Acad.Publishers, Dordrecht, 2001). K 
nmpoKO H3B ecTHHM HeflOCTa-ncaM 3Toro cnoco6a othocktck cepbe3Hbie no6oHHLie 

3(})<j)eKTbI - He<|>pOTOKCinfflOCTB, ranepTeH3HH H BBICOKHH pHCK pa3BHTHH HHCfreKIJHH 

(Cyclosporine: mechanisms of action and toxicity., Graham RM, Cleve Clin J Med, 
1994, Jul-Aug 61:pp.308-13). .ZlpyroH npo6jieMOH aBjweTca noTepa 3<$>$eKTHBHOCTn 
10 npH fljnrrejibHOM npHMCH eHHH npenapaTa, hto npoflBJifleTca, HanpuMep, b 
yBeJiH^ieHHH BepojrraocTH orrop)KeHHH TpaHcnnaHTaHTa (Renal transplantation, past, 
present and future., Ponticelli C, et.al., J Nephrol, 1999, Jul-Aug 12 Suppl 2:S105- 
10). 

TaKHM o6pa30M, juw JieneHHfl 3a6ojieBaHnii, conpoBO>Kflaion*Hxcfl 

15 H3 MeHeHHHMH KaTOCTBeHHOrO H/HJIH KOJIHHeCTBeHHOrO COCTaBa BHCKJieTOHHOH /tHK 

KpoBH, npuMeHfleTCK mnpoKHH cneKTp pa3jraHHbix choco6ob, HMeionpix cxoHcne 

He^OCTaTKH: TOKCHHHOCTb; pa3BHTHe no6oHHbIX 3<J)(|)eKTOB; HH3KaK 3(|)<|>eKTHBHOCTb 

TepairaH. 

Me>K^y TeM, b peaubHoii KUHHEraecKofi npaicrHKe paccMarpHBaeMbie 
20 3a6ojieBaHHJi nacro conyrcTByioT o,o;ho apyroMy. TaK, HanpHMep, Tepanxra 
HMMyHOcynpeccHBHbMH npenapaTaMH npH 3a6oJieBaHirax, CBa3aHHbix c peaximeii 
rHnepnyBCTBHTejibHOCTH 3aMe,zyieHHoro rana MHoroKparao noBbnnaeT phck 
pa3BHTira HH^eKUHOHHHX 3a6ojieBaHinr (Recent advances in the diagnosis and 
management of infection in the organ transplant recipient. Tolkoff-Rubin NE, Rubin 
2f RH; Semin Nephrol 2000 Mar 20:148-63.); aTepocicnepo3 ABJiaeTCH nacTHM 
ocjio>KHeHHeM flHa6eTa (Diabetes and atherosclerosis: epidemiology, 
pathophysiology, and management.Beckman JA, Creager MA, Libby P;JAMA 2002 
May 287:2570-81 .), h npH 3TOM nacTO ero pa3BHTHK> conyTCTByeT cHCTeMHbra 
HmfceKimoHHbiE npouecc (Infection and atherosclerosis: potential roles of pathogen 
30 burden and molecular mimicry., Epstein SE,. Zhu J, Burnett MS, Zhou YF, 
Vercellotti G, Hajjar D, Arterioscler Thromb Vase Biol 2000 Jun 20:1417-20.); p.<m, 
$opM AHa6eTa pa3BHBaeTca BCJieflCTBHe pa3BHTH* peaiajHH 



WO 2005/004789 



PCT/RU2004/000260 



nmepHyBCTBHTejibHOCTH 3aMeflneHHoro Tuna (Evidence of islet cell autoimmunity 
in elderly patients with type 2 diabetes., Pietropaolo M, Barinas-Mitchell E, 
Pietropaolo SL, Kuller LH, Trucco M,Diabetes 2000 Jan 49:32-8), hjih Ha $OHe 
HH^eiapjOHHoro npouecca (Systemic diseases caused by oral infection. Li X, 

5 Kolltveit KM, Tronstad L, Olsen I, Clin Microbiol Rev 2000 Oct 13:547-58 ), h 
npHBOOTT k BMCOKOMy pHCKy pa3BHTM HH^eKOHli (Diabetes and the risk of 
infection-related mortality in the U.S.,Bertoni AG, Saydah S, Brancati FL, Diabetes 
Care 2001 Jun24:6 1044-9). 

B HacToamee BpeMa oTcyrcTByiOT KaKHe-jm6o cnocoSu, KOTOpue no3BOjrajra 

10 6bi jiewTb yica3aHHEie Bbmie 3a6ojieBaHHH b KOMmieicce. B cb*3h c 3Thm 
OTcyTCTByeT bo3MO»choctb npHHflTb. KaKoe-jiaSd H3secTHoe TexHKraecicoe peiireHHe 
3a npoTOTHn Hacroamero H3o6peTeHHH. 

PaCKpLITHe H3o6peTeHH5I 

15 

B ocHOBy HacTonmero H3o6pereHHK nonoxceHo pemeHHe 3aaaHH co3,n;aHHa 
BBicoK03$(J)eicrHBHoro h ManoTOKCHHHoro cnocoSa jieneHHH 3a6ojieBaHHft, KaK no 

OTOeJEbHOCTH, TaK H B KOMHJieKCe, COnpOBO»CAaiOnmXCK H3MeHeHHHMK 

KanecTBeHHoro h/hjih kouhhcctb eHHoro cocraBa BHeKJieTOHHOH flHK kpobh, a 
20 HMeHHO, reHepajiH30BaHHMX HH<j)eKUHOHHbix 3a6oneBaHHH, Bbi3tmaeMBix 
6aKTepHaMH, 3a6oJieBaHHft, BbQbiBaeMbix rpn6aMH h npocTenmnMH, arepocKJieposa, 
caxapHoro unadera, ajuiepniHecKHx 3a6ojieBaHirii, CB^3aHHbix c peaiajHeft 
riinep^BCTBirrejibHOCTH saMe^neHHoro Tima, 3a6oJieBaHtfii., oGycjiOEJieHHbcc 
MyTanHHMH reHOB coMaraHecKHx xuieroK. 
25 CornacHO U3o6peTeHiiio 3Ta sa^ana peutaeTca 3a chct Toro, hto rsiz 

jieneHHfl 3a6 o jieBaHHH nenoBeKa, conpoBoayjaiomHxcfl H3M e HeHH jim h 
KanecTBeHHoro hjih KomraecTBeHHoro cocrraBa BHeKJieTOTOoft JJBK KpoBH, a 
HMeHHO, reHepanH30BaHHBix HH<j>eiamHOHHbix 3a6oJieBaHHH, Bbi3biBaeMbix 
6aKTepH«MH, 3a6oneBaHHH, Bbi3bmaeMbix rpn6aMH h npocTeHHiHMH, aTepociuiepo3a, 
30 caxapHoro OTa6era, ajijieprHHecKHX 3a6oneBaHHH, csflsaHHbix c peatcuHeH 
ninepny BCTBHTe jh>ho cth 3aMeAJieHHoro rana, 3a6ojieBaHHH, oSycjiOBJieHHbix 
MyraaHHMH reHOB coMaraHecKHX KJieroK, b cHcreMHyio impKyjianHio KpoBH bboaht 
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areHT, pa3pymaiomHfl BHeicjieTOHHyio flHK kpobh; b KanecTBe areHTa, 
pa3pymaiomero BHeKJiero^Hyio JJfiK KpOBH, b CHCTeMHyio impKyjummo kpobh 
mo^cct BBOflHTbCH (|>epMeHT 7JHKa3a; cfcepMeHT flHKa3y Moryr BBOjmTb b ao3ax, 
o6ecneHHBaiomHX H3MeHeirae 3JieKipo$opeTHiecKoro npo<J>Hjra BHeKJiero^HOH 
5 flHK KpOBH, BBMBJiaeMoe nyjitc-rejn>3JieKTpo$ope30M; (JjepMeHT flHKa3y MoryT 
bboahtb b A03ax h peacHMax, o6ecneqHBaiomHX ypoBeHb flPK-rimpoJiHTHHecKofi 
aKTHBHocra ruia3Mbi KpOBH, H3MepKeMWH b nna3Me KpOBH h npeBbimaiomHfi 150 
cuhhhu Kynqa Ha jnrrp iuia3Mw, Ha npoTjraceHHH cyMMapHo 6ojiee 12 nacoB b 
cyncH. 

10 Pa3BHTHe yKa3aHHMx 3 a6ojieBaHHH conpoBOEcaaercji KanecTBeHHtiMH h 

KOJIHHeCTBeHHBIMH H3MeHeHHflMH BHeKJICTOHHOH ffHK KpOBH, OflHaKO B H3BeCTHKTX 

3aHBHTemo HCTOHHHKax OTcyrcTByiOT 3H3HHH o reHCTHHecKOM penepTyape 
BHeioieTOHHOH flHK KpOBH 60JIBHBK npH paccMaTpHBaeMMx 3a6oJieBaHH«x, 

6HOJIOniHeCKOH pOJIH BHeKJieTOHHOlt JJJrfK KpOBH npH paCCMaTpHBaeMMK 

11 3a6ojieBaHH*x h bo3mohchom Tepan cbthhcckom 3$(|>eKTe ee yHHHToaceHHH mix 
jieneHHH 3THX 3a6ojieBaHHft, hto no3BOJMeT cflejiaib bbiboa o cooTBeTCTBHH 

H306peTeHHK KpHTCpHK) «HOBH3Ha» (N). 

KaK ycTaHOBHjm 3aflBHTejiH, BHeKiieTOHHaa ffHK KpOBH 6ojibhejx npn 
paccMaTpHBaeMMX 3a6ojieBaHH5ix coflep>iarr yHHKajtbHtiH no CBoeMy 
20 KanecTBeHHOMy h KOJnreecTBeHHOMy cocTaBy penepryap reHOB h peryjraropHbix 
reHeTHHecKHx ajieMeHTOB, pe3KO OTJiHHaiomHficH ot penepTyapa flHK, oimcaHHoro 
B reHOMe ^ejioseKa. B otjihhh© ot b HyTpnicjieTO^HOH ,HHK, bh eKJicTOHHas ffHK 

KpOBH 60JIbHBDC paCCMaxpHBaeMblMH 3a60JieBaHHaMH eOflep>KHT 5 B OCHOBHOM. 

yHHKaJibHbie reHbi nejiOBeica. YcTaHOBJieHO HammHe 6aicrepHajibHOH BHeKJieTOHHofi 
25 flHK h BHeioieroHHofi flHK rpiiSoB b cocrraBe MaTpHKca 6nonjieHOK h b mia3Me 
KpOBH HH (^HI^HpOB aHHoro HejiOBeKa. 

y CTaHO B JieHO , HTO BHeKJieTOHHM J(HK KpOBH, BKJUOHM BHeKJieTOHHyK) AHK 

6aKTepHfi, rpn6oB h napa3HTOB npn paccMaTpHBaeMbix 3a6ojieBaHHax 

CnOCoScTByeT HXpa3BHTHK>. 

30 YcTaHOBJieHO, hto paspyineirae BHemieTOHHo Vl flHK KpOBH npn 

paccMaTpHBaeMbcc 3a6ojieBaHiuix npHBO£HT k jiene6HOMy a^eicry. 
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yiea3aHHiie Bume HOBLie CBOHCTBa 3anBjieHHoro H3o6peTeHHH, 
6a3npyiomHecfl Ha iipHHijHiiHajiBHO hobmx npeflCTaBJieHHHX o pojm BHeKJieroHHOH 
^HK ruia3Msi KpoBH b pa3BHTHH paccMaTpHBaeMHX 3a6ojieBaHHfi, no3BOJuooT 
cjienarh bmboa o cootb gtctbhh 3ajiBJieHHoro cnoco6a KpHTepmo 
5 «H3o6peTaTenBCKHH ypoBem>» (IS). 

KpaxKoe oimcaHHe HepTexcett 

B AajitHeihneM H3o6pereHHe noncHHeTCfl noflpo6HMM onncaHHeM npuMepoB 
10 ero ocymecTBJieHna 6e3 ccbuiok Ha nepTeacH 

JlynniHH BapnaHT ocymecTBJieHHJi H3o6peTeHHH 

3a^BJieHHMH cnoco6 pearnoyeTCH cjie^yiomHM o6pa30M. 

15 MaTepnajiBi h M&roffbi. 

Hcnoju>30BajiH cjieflyiomne areHTH, paspymaionme BHeKJieroHHyio flHK 
kpobh: <J>epMeHT 6Bra>io naHKpeanraecKyio #HKa3y (npoH3BoacTBO Sigma h 
CaMcoH-Mea), ^epMCHT peKOMSHHaHTHyio ^ejiOBeqecKyK) ( S[HKa3yI 
(npOH3BO«cTBo Genetech), ^HK-rH^pojiHsyiomHe aHrcrrejia, BtmejieHHBie H3 kpobh 

20 6ojibhmx cHCTeMHOH KpacHOfl BOJiHaHKOH no MeroflHice Shuster A.M (Shuster A.M. 
etal., Science,v.256,1992, pp.665-667). 

JIfiK njia3MBi KpOBH Bhuxeiuuw cjiejayioiWM o6pa30M: CBeacyio (He 6ojiee 3- 
4 ^acoB nocjie 3a6opa) njia3My icpoBH c floQaBJieHHBiM shtkico aryjmHTOM (atnpaT 
HaTpnn) OTKpyHHBajiH Ha noAymice 113 Fieoll-PlaquePlus (Amersham-Pharmacia) 

25 npn 1500g 20 MHHyr npn KOMHaraofi TeMneparype. IInasMy (1/2 ot scero 
KOJinnecTBa) aKicypaTHO OTfinpajm, He 3afleBaa ocTaTOK ioieTOK Ha noAyinice 
4>HKOJiJia, h oTKpyHHBajm npn 10 000 g 30 MHHyr, MTo6bi H36aBHTi>cH ot o6jiomkob 
KjieroK h Ae6pHca. CynepHaTaHT OT6Hpajra, He 3aTparHBaa ocaaoic, floGaBJDuiH ao 
1% capKQ3HJia, hp 50mM TpHC-HCl, pH 7,6, ao 20 mM no 400 mM NaCl, h 

30 paBHbiS o6i*eM CMecn <£eHOJi-xJiopO(J)opM 1:1. riony^eHHyK) awtyjiBcmo 
HHi<y6HpoBajm npn 65°C 2 ^aca, 3areM oTAejiami <j>eHOJi-xjiopo<|>opM 
i^eHTpH^yrHpoBaHHeM npn 5000g b TeneHHH 20 MHHyr npn KOMHaTHOH 
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TeMneparype. Ilpoijeflypy flenpoTenmoauHH 4>eHOJi-xjiopo<J>opMOM noBTopajra 
HAeHTKHHMM cnocoSoM tpedkabi, nocjie nero BOOTyio <J>a3y o6pa6aTHBajra 
xjiopo^opMOM, 3areM £H3thjiobmm 3$npoM. OraejieHHe ot opraHHnecKHx 
pacxBopirrejieH npOH3BOOTJiH rjeHTpH^yrapoBairaeM npn 5000g b TeieHHe 15 

5 MHHyr. K nojiy^enHOH boahoj! $a3e £o6aBjDum paBHBift o6i>eM H3onponaHOjia h 
HHKy6HpoBajm b Tenemie hohh npn 0°C. Ilocne ocaameHH* HyiaieHHOBHe khcjioth 
OT^ejiflJiH n;eHTpH4>yrHpoBaHHeM npn 0°C, lOOOOg b Teneirae 30 MHHyr. Ocewok 
HyioieHHOBBix khcjiot pacTBopjuiH b 6y<j)epe, coaepacameM 10mM Tpnc-HCl , pH 
7,6, 5 mM 3flTA, h HaHocHjra Ha noayniKy H3 cTyneHHaroro xnopncToro ue3HK 

10 (1M, 2.5M, 5.7M) b ijeHTpH<j)y}KHoft npo6npice ana poTopa SW60Ti. 06teM flHK 
cocTaBJWJi 2 mji, o6*BeM Kaa^oS cryneHBKH CsCl — no 1 mjt. 
YjiBTpaaeHTpH^yrHpoBaHHe npoBOflHjm b irpH6ope L80-80 (Beckman) 3 naca npn 
250000 g. ffUK oTGnpajiH c nosepxHocTH CTynem>Kn 5.7M no 4>paioxnjiM. <Dpaiojim 
OTajiH3HpoBajra 12 nacoB npn 4°C. Hajmnne ,HHK bo $paKqnKx onpeAejuura 

15 arapo3HLiM 3Jieirrpo4>ope30M 5 c BH3yajiH3aiiHeii ffHK 6pomhcthm 3thjxo.qm. 
KonHHecTBo flHK onpeaejuura cneicrpo^OTOMeTpHHecKH (Beckman DU70) b 
KKDBere o6teMOM IOOmkji, chhmm cneicrp ot 220 ao 320 hm. 

ripHMep 1. Jle^eHHe 3KcnepHMeHxajibHoro cencnca, BH3BaHHoro.Candida 
Albicans h St. Aureus. 

20 B 3KcnepnMeHTe HcnoJn»30Bajra 6ejn>ix 6ecnopoflHwx Mtnneii BecoM 23-25 

rpaMM. 

Tpynna 1 (30 MBimefi) - MbimaM bboahjih b peTpoop6nTajn>Hi>iM cimyc 
6aKTepHH naToreHHoro uiTaMMa Staphylococcus aureus YT-2003R b ao3e lxlO 10 
6aicrepHajiBHBix ioictok Ha Mumt. PeKOM6HHaHTHaa AopHa3a-ajn>4)a (Geneyech) 
25 BBOAHJiacb b A03e 500 Micr/icr BHyTpn6pionniHHO nepe3 2, 6, 10 h 14 nacoB nocjie 

HH^IilJHpOBaHHJI. 

Tpynna 2 (10 Mbnneii) - MbiniaM bboahjih b perpoop6nTajn>Hi>iH cHHyc 
GaicrepHH naroreHHoro nrraMMa Staphylococcus aureus VT-2003R b ao3e lxlO 10 
6aKrepHanbHBix kjictok Ha mbhob. Ooc$aTHbift 6y<J>ep bboahjich BHyTpnSpioinHHHO 
30 nepe3 2, 6, 10 h 14 nacoB nocjie HH<i>*mHpoBamiJi. 

nocjie nocneOTero BBeaeHHJi AopHa3Bi m 24 Mbiinefi 1 rpynnti 6hjih 
BMAeJieHBi noArpynnti Ian 16. 
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nojupynna la (8 MBimefi) - nepe3 2 naca nocjie nocjiejmero ebqp&husi 
AopHa3Bi MwmaM bboahjih BHyrpHBeHHO BHeiaieTOHHyio 71HK rcpoBH (0,1 mkt Ha 
MMHU.), nojiyneHHyio ot MBnneH, HH<f)HmipoBaHHBix Staphylococcus aureus 
VT-2003R b jv>3G lxlO 10 6aKTepHaJBbHMx kjictok Ha MBnm> nepe3 15 nacoB nocjie 
5 BBe^eHHa 6aicrepHfi b penpoopSHTajiBHBiH CHHyc. 

noATpyuna 1b (8MHmeii) - nepe3 2 naca nocjie nocneflHero BBeaeHHH 
^opHa3M MbimaM BBejra BHyrpHBeHHO BHeiaieTOHHyio fftJK KpoBH (0,1 mkt Ha 
mhiiib), nojiyneHHyio ot Mwinen HH<J)imHpoBaHHBix Candida Albicans BA03e LD50 
Ha mbdub *iepe3 3 nan nocjie BHyrpHB eHHoro BBeaeHiw rpn6oB. 

10 OBteHHBaJIH BBDKHBaeMOCTB 5KHB0THBDC qepe3 32 Haca HOCJie HH<J»mHpOBaHHH. 

Pe3yjn>TaTBi npHBeaeHBi b TaSjnme 1 . 

Ta6jraija 1 



BbmcHBaeMOCTt Mwmefi b pa3JiHHHBie cpoKH nocjie HH<j>HUHpoBaHH5i 





0 nac. 


2 nac. 


4 nac. 


6 nac. 


8 nac. 


12 Mac. 


24 nac. 


28 nac. 


32 nac. 


rpynna 1 


100% 


100% 


100% 


90% 


90% 


80% 


50% 


40% 


30% 


rpynna 2 


100% 


100% 


70% 


60% 


50% 


40% 


30% 


20% 


20% 


la 














20% 


10% 


10% 


lB 














50% 


50% 


40% 



Tpynna 3 (10 MBnnen) - MumaM bbo,ohjih BHyrpHBeHHO rpnGbi, 



15 cy6KyjibTHBHpoBaHHBie, noJiynemiBie H3 naroreHHoro KOHHH^ecKoro H30JWTa 
Candida Albicans b ao3e LD50. PeKOM6HHaHTHaa AopHa3a-ajiB<j>a (Geneyech) 
BBOAHJiact b A03e Iut/kt BHyTpH6pio iiihhh o flBaaKflBi b achb Ha 2, 3 h 4 aeHB nocjie 

HH <|) IIUHpOB aHHH . 

Tpynna 4 (10 MBimefi) - MBnnaM bbootjih BHyTpHBeHHO iph6bi, 
20 cy6icyjiBTHBHpoBaHHBie, nojiyneHHBie H3 naroreHHoro KOHHHHecicoro H30Jiaxa 
Candida Albicans b £03e LD50. AM<f>OTepHUHH B bbojuuich b aose 20mkt/kt 
BHyrpH6pioniHHHO tfBaavJBi b p$Hh Ha 2,3 h 4 aeHB nocne HH<j>HUHpoBaHHS. 

Tpynna 5 (10 MBnneM) - MBimaM bboahjih BHyrpHBeHHO rpn6Bi, 
cy6KyjiBTHBHpoBaHHBie, nojiyHeHHBie H3 naToreHHoro KOHHHHecieoro H30JMTa 
25 Candida Albicans b A03e LD50. B KanecrBe HeraiHBHoro kohtpojw bbootjicji 
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^oc^axHMH 6y<|>ep BHyipnGpioiiraHHO flBaacflbi b flem Ha 2, 3 h 4 achb nocne 

HH^HimpOBaHIM. 

OueHHBauH BtKCHBaeMocTB h Maccy MBnneit Ha 7 aem. nocne 
HH<J)HimpoBaHHH. Pesyjn/rarw npHBe^eHW b Ta6jiime 2. 
5 TaGjuma 2 



BBDKHBaeMOCTB MLUUCH B pa3JIHHHLie CpOKH HOCHe HH(J>HH,HpOBaHHHI 





1 nsm, 


3 JSfiHb 


5 flero 


7aeHb 


rpynna3 


100% 


100% 


100% 


100% 


Tpynna4 


100% 


100% 


100% 


100% 


Tpynna5 


100% 


80% 


50% 


50% 



B rpynne 4 Ha 7 new* Bee hchbothwx cocTaBJinji b cperoeM Ha 20% 
MeHbuie, neivt b rpynne 3. 3to CBHAeTejibCTByeT o tom, hto npn paBHOH 3anpriHOH 
atJ^eicrHBHOCTH AopHa3H-anb$a h aM^OTepnipiHa B, nocjiczmHE npomnuin 
10 6ojitmyio tokchhhoctb. 

TaKMM 06pa30M, BHeKJieTOHHaH JJfiK KpOBH HH<J)HimpOBaHHbIX >KHBOTHBIX 

OKa3BmaeT HeraniBHoe BJiHHHHe Ha Teneraie HH<j>eKrpiOHHoro npoijecca, a ee 
pa3pymeHne corjiacHo 3aflBjiaeMOMy MeTO^y 0Ka3tiBaer JieneGHBiH 3(|)<|)eKT n P H 
6aKTepHajibHOH h rpnGKOBoii HH<j>eKUHH. 
15 ITpHMep 2. JleneHHe reHepajra30BaaHOH 6aKrepHajibHOH HH<i>eKmiH 

(cencHca). 

38-neTHHfi MjoKHHHa 6hw wcraBJieH Ha TepaneBTHHecicoe oxn;ejieHHe b 
THMcenoM coctoahhh. 3a 12 flHei* AO rocnHTajiH3aqiiH y 6oji&Horo aM6yjiaTopHO 
6bdio ^HarHocTHpoBaHO ocTpoe pecnupaTopHoe 3a6ojieBaHiie. 3a 5 AHeft jxo 

20 r o cn HTajiii3 aixHH b cba3H c cy64>e6pnjn,HOH TeMneparypofi, HajnmneM BbipaflceHHofi 
acreHHH h 6ojieH b npaBOfi nojioBHHe rpyzmofi kjictkh SojibHOMy 6bni ycraHOBJieH 
AHarH03 nneBMOHKH. BoJibHOMy 6hum npoiracaHbi um>ejaxmi ixe$a30JTHHa h 
nepopajibHbiH npneM pOKCHTpOMHitfrata, ojmaico yjiynineHHA He HacTymuio, h 3a 2 
OTH ao rocimTajni3aijHH y Hero pa3BHjiacb Jinxopajpca (39,5-40°C), TomHOTa, pBOTa, 

25 ronoBHan 6ojn>. B nocjie£HHH nepefl rocrarraJiH3auHeH aeHb npHCoej^HHHJiHCb 
MHO^KecTBeHHbie reMopparHHecKHe BbicbmaHHfl Ha KO^ce, 6ojie3HeHHOcxb b 
Mbmmax, Mcejrryxa h jXHapea. IlpH nocTynjieHHH - TeMnepaTypa 38,3, flaBJieHiie 100 
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Ha 60, TaxmcapaHH 120 b MHHyry, MeHHHrnajiBHBie chmutomm OTpimaTCJitHbie, 
KOHeHHOCTH xojioAHue h unaHonraHbie. Koxca xcejrrynraaa. reMopparanecKHe 
BHCBraaHHH Ha BHyrpeHHHX noBepxHOcrax pyic h Hor. JIa6oparopHo - yMepeHHwft 

neHKOUHTO3 CO CABHTOM <|>OpMyjIbI (18% K>HMX (J)OpM), TOKCHHeCK£UI 36pHHCTOCTB 

5 HeftTpo<j>HJioB, noBtmieHHe npaMoro 6HJmpy6nHa, ACT h AJIT. Ilpn 
yjn>Tpa3ByKOBOM HCcjieflOBamra neneHH - MHOXcecrBeHHbie Mejncne rrnioaxoreHHbie 
onarn. Bojibhomy 6hw nocTaBjieH AHara03 cencHca. Bmji ocymecTBJieH noceB 
KpoBH. Bojilhoh nojiywi napeHTepanbHo KOM6HHamno 
reHTaMHnHH\AMnHioiJiJiHH\MeTpoHHfla30Ji, renapHH, Ba3o < nnji}rraTOpBi. HecMOTpH 

10 Ha npoBOflHMyio aHTHMHKp o 6Hyio nomxHMHOTepamno, ceaHcu reMocop6imH h 
TpaHC$y3HH AOHopcKOfi nna3Mf>i cocTOHHHe SojibHoro npo^oji^cajio yxyamaTBca. 
Pa3BmiCH ocTpBiH pecnnpaTopHbift OTCTpecc-CHHApoM. Hepe3 2 cyroK nocne 
nocTjouieHHH 6ojii>hoh 6bui nepeBeAeH b peaHHMaipiOHHoe OTflejieHHe h no,mcjnoHeH 
k annapaTy HcieyccTBeHHOii bchthjihuhh Jienacc. H3 Kposn 6ojn>Horo 6biji Bbicejm S 

15 . pneumoniae, b cbjish c neM 6oiu>HOMy 6hjih Ha3HaneHbi HH<J)y3HH BaHKOMHipraa. B 
TeneHHe nocjieayiomHX 48 nacoB, HecMOTpa Ha BBe/jeHHe BaHKOMHijHHa cocroaHHe 
6ojn>Horo yxyzmrajiocb, Hapocjra hbjichhh nojmopraHHOH HeflocTaTOHHOcTH. C 

COrJiaCHK pOflCTBeHHHKOB 6oJIBHOrO 6bUIH Ha^aTBI BHyipHBeHHBie HH(|>y3HH 6&IHBCH 

naHKpeanreecKoB £(HKa3bi b A03e 800 Mr/cyTKH (1 600 000 E# Kymja) b BH^e 
20 nocroaHHoE npoAOJixcaiomeHCii HH$y3HH. Hepe3 12 nacoB nocne Hanana HH<J>y3HH 

nOHBHJIHCB npH3HaKH CTa6HJIH3aU[HH COCTOHHHH SOJIBHOrO. IIOHBHJniCb npH3HaKH 

yjiynmeHKH nepn^epHnecKoft impicy/iamm KpoBH, yjiynumjiHCB noKa3aTejin 
cHcreMHOii reMOAHHaMHKH, HananocB Moqeo6pa30BaHiie. B TeqeHne nocjieAyiominc 
5 AHefi Ha <J)OHe npoflOJDKaiomHxcji HH<J>y3HH ,ZJHKa3bi na6opaTopHBie noKa3aTejiH 

25 6oJIBHOrO npH5jIH3HJIHCB K HOpMe, nOJIHOCTbKD BOCCTaHOBHJiaCB reMOAHHaMinca, 

4>yHKiiHH noneK h Sojibhoh 6bui nepeBe^eH Ha caMOCToaTejibHoe ABixaHHe, 

TaKHM o6pa30M, npHMeHeHHe ,ECHKa3bi coraacHO 3aHBjraeMOMy cnoco6y 

OKa3BiBaex jieneSHbift a^^eicr npn chctcmhom 6aicrepHajibHOM nopa>KeHHH. 
IIpHMep 3. JIe«ieHHe aepe6pajibHOH MajinpuH. 
30 40 MbnneH C57B1 nojiyHHJiH BHyrpH6piomHHHyio HHbeKumo spHTpoijHTOB, 

nojiyHeHHbnc ot Mbnneft jihhhh BALB/c, HHcfrnmipoBaHHbix P. Bergehi (10 6 

apHTponHTOB Ha Mbnnb). 
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rpynna 1 (10 Mumefi) - HaHHHan c 24 nacoB nocjie HH^HmipoBamM 
MfcnnaM bboahjih peKOM6HHaHTHyio flopHa3y-ajn><j)a (Genetech) b ro3q 500 mkt/kt 
nertipe pa3a b achb BHyTpHMwmeHHO Ha npoTjraeeHHH 3 AHeft. 

Tpynna 2 (10 MBmrea) - nojiynajm mrbexmrn <})oc<i>aTHoro 6y<J>epa. 

5 Tpyiraa 3 (10 Mumefi) - HaHHHan c 24 nacoB nocjie HHtJunmpoBainra 

MbiinaM bboahjih peKOM6HHaHTHyio AopHa3y-aju»$a (Genetech) b ao3e 500 mkt/kt 
HCTBipe pa3a b jxem> BHjrcpHMbnneHHo Ha npoTflaeeHHH 3 flHen. Ha cjie^yiomnH 
AeHb MBnnaM BBenH BHyipHB eHHO BHeKJieTOHHyio ffHK KpoBH (0,1 mkt Ha Mbnra>) 5 
nojiyneHHyK) ot MKtraefi C57B1 Ha 5-fi jxqhb hh^ckijhh P. Bergehi. 

10 Tpynna 4(10 MMineii) - HaHHHaa c 24 nacoB nocjie HH<|>imHpoBaHHH MbnnaM 

bboahjih peKOM6HHaHTHyK) AopHa3y-ajiB<i>a (Genetech) b #03e 500 mkt/kt Herape 
pa3a b fleHb BHyrpHMtnueHHO Ha npoTfl>KeHHJi 3 flHefi. Ha cjie^yionmH aghb 
MBimaM BBexra BHyrpHBeHHO BHeKJierorayio ffHK KpoBH (0,1 mkt Ha Mbnm>) 5 
noJiy^eHHyio ot HirraKTHKix Mtnnefi C57B1. 

15 Oi^eHHBajm BBEKHBaeMOCTb MwmeH b onuraofi h ko HTp o jh>h oil rpynnax 

nepe3 7 Anefi nocne HH<j)imHpoBaHHfl. Pe3yjn»TaTBi 3KcnepHMeHTa npHBeAeHbi b 
Ta6jraae 3. 



Ta6jnma 3 

BtDKHBaeMocTfc MbimeH qepe3 7 AHefi nocjie HH^HmipoBaHHa 





Tpynna 1 


Tpynna 2 


Tpynna 3 


Tpynna 4 


BbiMCHBaeMOCTb, % 


90 


10 


50 


80 



20 " TaKHM o6pa30M, BHeKJieroraaji ffHK KpoBH jkhbothbix, HH^HiinpoBaHHbJx 
MajwpHeii, 0Ka3biBaeT HeraTHBHoe BjraaHHe Ha TeneHHe HH<f»eicuHOHHoro npoijecca, 
a ee pa3pymeHHe cornacHO 3a5iBJieHHOMy H3o6pereHHio 0ica3biBaeT JieneSHbrit 
3$$eKT npn napa3HTapHofi hh^cicuhh. 

IIpiiMep 4. BjiHHHHe Tepannn ffHKa3ou Ha »cH3Hecnoco6HOCTb 6eTa-KJieTOK 
25 noA>KejiyAOHHOH >Kejie3bi h sHflOTenH* aoprbi. 

Hcnojn>30Bajm peKOM6HHaHTHyK> HejioBenecKyio ,#HKa3y I (Genetech). 
Bexa-KJiencH 3M6pHOHajibHoE no^cejiyAOHHOH >Kene3bi nejioBeKa h 
3HAOTejmajn>Hbie kjictkh aoprbi nejioBeKa Hcnojn>30Bajra mix $opMHpoBaHHH 
nepBHHHOH KJieTOHHofi KyjEbTypbi. Hepe3 24 naca nocjie naccanca b o#hoh 
30 3KcnepHMeHTajn>H0ii cepra b KJierorabie KyjibTypu £o6aBjrajm BHeKJieroHHyio 
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JJffK* BtmejieHHyio H3 nna3MH 6om>Horo xsDKejiofi 4>opMOH AHa6eTa 2 rana h 
chctcmhmm aTepociaiep030M (0,0025 MKT flHK Ha 1 mji KyjiBTypajiBHoft cpe,m>i) a b 
Apyrofi 3KcnepHMeHTariBHog cepira PfriK Toro ace 6ojn>Horo nepea BBeaeHHeM b 
KyjibTypy no^BeprajiH o6pa6oTKe JSfIKa3o6 (Imkt/mji; 37C; 30 mhhjt). Hepes 24 
5 naca oueHHBajni coaepaeaHHe KH3Hecnoco6HMX kjictok no bkjuohchhk) Kpacurcjui 
TpimaHOBoro cHHero. 

Pe3yjn>Ta-n>i 3KcnepHMeHTa npHBeflenbi b Tafrnime 4: 

Ta6jnma 4 

CoaepacaHHe MCH3Hecnoco6HHx kjictok nepe3 48 nacoB nocjie naccHpoBaHHH 
10 (b npoixeErrax). 



KjieTKH 


KOHTpOJIB 


6ojn>Horo 


6ojn>Horo, 

o6pa6oxaHHafl 

flHKa30H 


B-KJieTKH 


73% 


43% 


61% 


3HWOTejrafi 


62% 


35% 


55% 



TaKHM o6pa30M, BHeKJieroHHaH JJffK KpoBH 6ojn>Horo raHcejibiM flHa6eTOM II 
rana h aTepocioiepo30M OKa3biBaeT HeraxHBHoe B03#ei£cTBHe KaK Ha 3flopoBbie B- 
KJieTKii noA^cejiy^OHHofi »ejie3M, Tax h Ha 3,aopoBbie aimoTejmajibHbie kjictkh. 
Pa3pyineHne BHeKJieTOHHofi AHK KpoBH 6ojn>Horo 4>epMeHTOM ,H|HKa30H 
15 npeiiHTCTByeT 3TOMy coraacHo 3aaBJiaeM0My cnoco6y. 
ripmiep 5. JleneHHe aTepocKJiepo3a. 

MyjKHiiHa 54 ner nocTynnji b lemiHHicy b TflaeejioM coctoahhh c 2Kajio6aMH 
Ha CHJiBHfcie 6ojih b oSjiacTH xcHBOTa, .zmapeiOi HHTeHCHBHbie 6ojih b Horax npn 
xoflb6e, noTepio seca. 12 jierr Ha3aa y 6ojn>Horo 6bui BBiaBJieH caxapHbift Aiia6eT 2 

2C rana h Ha3HaneH npneM nra6eHiaiaMH#a. 15 MeameB Ha3a# BnepBbie nosmwmch 
amiracTpaJiBHbie 6ojih, B03HHKaK>mne nocjie npneMa nmijH. EojibHOMy 6mji 
Ha3HaneH npneM aHTaitfmHbix cpeflCTB, OAHaKO 6ojih ycnjiHBajiHCb, b nocneaHHe 3 
Mec«ua npHcoeOTHHJiacb o6HJibHaa crea-ropea. B nocjie^HHe ahh nepea 
rocnnTajiH3aixHeH pa3BHJiacb aHopeKCHH BCJieacxBHe HHTeHCHBHoro SojieBoro 

25 CHH^poMa. ITpH o6cneflOBaHHH BbWBJieHO 3HannTenbHoe HCTomeHHe (Bee Tena - 44 
kt npn nocrynjieHHH; CHH>KeHne Ha 28 kt 3a nocJieOTHe 5 MeameB), OTcyrcTBue 
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nyjibcamra apTepnft hoi\ Ilpn 4>H6poracxpoAyofleHocKoinm h kojiohockoiihh He 
BBMBJieHO opraHHHecKHX H3MeHeimfi[. 3KT - b HopMe. B KpOBH - yMepeHHoe 
noBHraeHHe xojiecTepHHa h (JjpaximH jninonpoTeimoB hh3koh iijiothocth, 
r^HK03HjmpoBaHHMfi reMorJio6HH -11%. IIpH aop-rorpacfrHH BtuiBJieHa Hacnrmaa 

5 OKKjno3HH aopTbi HHMce noneHHbix aprepHH (70 %), HacraHHaa okkjho3hh 
noflB3flomHbix apTepHH (90%), nojmaa okkjik>3hk BepxHeft h HH^cHen 
Me3aHTepHanLHMX apTepnft. B CBK3H c HeB03MomiocTBio xHpyprHHecicoro jieneHHfl 
6hjio npHBurro pememie o KOHcepBaniBHOM jieneHHH. EojibhoE 6biji nepeBeaeH Ha 
HHTeHCHBHoe napeirrepajibHoe mrraHne. E&uia Ha3HaneHa HHcyjiHHOTepanHa. 

10 IlpoBOOTJiacb aHTHarperaHTHaa TepanHH. C corjiacHH 6om>Horo 6bum Havana 
BHyrpHBeHHbie HH<j)y3HH 6tra»efi naHKpeanraecKoS fle30KCHpH6oHyitflea3Bi b fl03e 
800 Mr/cyxKH (1 600 000 Efl Kynija) b BH^e 4 flByxnacoBMX HH$y3HH e^Ke ahcbho . 
Ha 7 aghb nocjie Havana TepanHH 6ojibHoft Hanaji npHHHMaTB j^HexHHecKyio nnmy. 
BoneBOH chh^cpom He B03o6HOBjwuicfl. K 20 ahk) 6ojn»Hofi nojiynaji nojinoueHHoe 

15 3HrcpajibHoe nHTaHHe. CaMonyscTBHe 3HaHHTejibHO yjiynnrajiocb, HanajicH npnpocT 
MaccM Tejia. Ha 45 aeHb b cb*3H c noaroTOBKOH 6ojibHoro k onepaTHBHOMy 
jieneHHio 6buia npoBeaeHa noBTopHaa aHraorpa^HH. Bbikbhcho cHHEceHHe cTeneHH 
okkjho3hh aopra h noOT3Aonrawx apTepnH Ha 20% h 30% cooTBercTBeHHO, 
no^BJieHHe KpOBOTOKa b BepxHeft h HHHCHefi Me3aHTepHaJn>HBix apTepnax (okkjho3h^ 

20 80%). 

06pa3m>i BHeKJieTOHHOH flJHC aaHHoro 6anbHoro KjiOHHpOBaH&i 
c HcnoJit30BaHHeM Mero^a, no3BOJiHK>mero KOHCTpyHpoBan> 
HeaMn™<J)HmipoBaHHbie njia3MHflHbie 6n6jinoTeKH BHeKJieTOHHOH ,HHK icpoBi* c 

npeflCTaBIITeJIBHOCTbK) AO MIUIJIHOHa KJIOHOB CO CpeflHHM pa3MepoM B 300- 

25 500 nap ocHOBaHHfi. 

BtmejieHHaa no panee onucaHHOMy npoTOKOJiy flHK 6buia noABeprHyra 
AonoJiHHrejiBHOH nuaTeJEbHOH flenpoTeHHH3amra c npHMeHeHHeM npoTeHHa3bi K 
(Sigma) npH 65°C Jinx yflaneHHa npoHHO CBJEjaHHbix 6ejncoB. Ilocjie 
AenpoTeHHH3amiH h oflHOKpaTHoS o6pa6oTKH 4>eHOJi-xJiopo(i>opMOM np 65°C, ffHK 

30 oca>KHanH 2,5 o6teMaMH 3TaHOJia b Teneime hohh. 3aTeM AHK jih6o o6pa6arBiBajiH 
pecTpHKTa3oii EcoRI b TeneHHe 3 nacoB, jih6o Pfii nojiHMepa30H (Stratagene) b 
npHcyrcTBHH 300 mkM Bcex Ae30KCHHyKneoTH£rpH(|)OC<t>aTOB ajih yflajieHira 
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jihiikhx kohixob. flocrpoeHHyio JSJrfK $oc$opHJrapoBajra nojmHyKJieoiHAKHHa30H 
T4 (30U, 2 h.). IIojiyHeHHMe npenapara jiHrapoBajiH b mia3MHAy pBluescript 
(Stratagene), nepeBapeHHyio EcoRI hjih PvuII cooTBercTBeHHO, h 
^e<^oc$opHjmpoBaHHyK) mejioHHOH 4>oc<j)axa30fi CEP (Fermentas) b Tenemie 1 naca. 

5 JXflX JIHTHpOBaHM o6fcKHO HCnOJIKSOBaJIH 1 MKT BeKTOpa H 0, 1 -0,5 MKr 

ctiBopoTOHHOH #HK. JlnrnpoBaHHe npoBOAHjra npH homoiech Rapid Ligation Kit 
(Roche) 10 nacoB npH 16°C. OfoeM jmramoii CMecH cocTaBJuui 50 mkji. 
JInrapoBaHHyK) 6H6jraoTeKy TpaHc^opMHpoBajra b kjictkh DH12S (Life 
Technologies) c npHMeHemieM ajieioponopaTopa E. Coli porator (BioRad). Rnx 
10 TpaHC(j)opMaiiHH oahoh 6ii6jiH0TeKH Hcnom>30BajiH 12-20 3jieicrponopaanoHHbix 
KiOBeT. JXjisl kohtpoji* Ha naimcH c 1,5% arapoM h cpetfoft LB, coAepaeameii 
IOOmkt/mji aMnHUHJLJiHHa, BticeBaJiH pa3Be^eHHH 6H6jiHOTeKH 10" 4 , 10" 5 h 10* 6 . B 
o6ohx cjiynaax npeacTaBirrejibHOCTb 6h6jihotckh cocTaBJiHJia npmviepHO 2-3 *10 6 

KJIOHOB. 

15 AHajiH3 cjiynafeo Bbi6paHHbix 75 kjiohob c AJiHHoii ot 300 ao 1000 nap 

OCHOBaHHft H3 6h6 JIHOTdCH , nOJiyHeHHOfi H3 BHeKJieTOHHOH flHK KpOBH SojBbHoro 

AO Ha^ajia JieneHHH noKa3an, htq 56 H3 75 kjiohob npeACTaBJWiOT co6oh 
yHHKajiMBie nocneAOBaTejibHOCTH AHK nejioBeica. H3 56 ^panvceHTOB yHracanbHOH 
ffHK, 4>yHKqHH hjih npo^yicr cooTsercxByio^ero reHa c noMomcbio 
20 HumanGeneBank 6tura HAeHTH<j)imHpoBaHM pjw 1 1 nocjieAOBaxejibHocTeft: 



Gene or corresponding 
protein product 


Reported role in Atherosclerosis and Diabetes 


neutral endopeptidase 


Akthbhoctl noBbnneHa b 3HAOTejinajibHbix 
loiencax, rJiaAKOMbinieHHbix h cTpoMajibHbix 
luieroax hhthmbt aprepuft npn aTepocioiepose, 
no^aBJieHHe aicniBHOCTH MO>Ker CHiDKaTb 
HaxonjieHHe jihiihaob b CTemce cocyaa. 


muskelin 1 


^BJweTCH MeOTaTopoM KneTOHHoro oxBeTa Ha 
TpoM6ocnoHflHH 1 - TpoM6ocnoHAHH 1 - 
onocpeayeMbie npoijeccbi otjihiotch npH3HaHHbiM 

naTO$H3HOJIOrHHeCICHM KOMHOHeHTOM pa3BHTH5I 
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arepociarepoTHHecKoro nopaxceHHH aprepHajibHOil 
creHKH. 


Nf-kappaB 


Akthbhoctb noBMmeHa b KJieTKax apTepnajibHofi 
creHKH npH raneprjmKeMHH h aTepociaiepo3e. 


Transient receptor potential 
cation channel 




Phospholipase C, epsilon 


HHayijupyer 3Kcnpeccmo peuenTopa 
jranonpoTeHHOB HH3KOH hjiothocth 


CRTL1: cartilage linking 
protein 1 




1 7kD fetal brain protein 




Nicotinamide nucleotide 
transhydrogenase 




BAD: brain-specific 
angiogenesis inhibitor 




GAD2: glutamate 
decarboxylase 2 


OflHH H3 ochobhbdc ayroaHTHreHOB npH flHa6ere 1 
Tuna 


E-selectin 


BticoKHfi ypoBeHB 3KcnpeccHH ffBJMerca ^aicropoM 
pucKa pa3BHTHH annionaTHH npw AHa6eTe 2 rana 



AHajiH3 cjiynaftHO Bbi6paHHBix 50 kjiohob H3 6n6jiHOTeKH, noJiyneHHOH H3 
BHeKJieTOHHofi JSJfiK KpoBH 6oJn>Horo nepe3 21 js&Hb nocjie Havana JieneHHH 
noKa3aji ? hto 6onee 90% bbuib jic hhbix nocjieflOBaTejiBHOCTeii kjiohob npeacraBJiaiOT 
co6ofi KopoTKne 4>parMeHTi»i noBTopaiomeiica ^HK reHOMa nejioBeica, b ochobhom 



5 ajifc^a-caTejuiHTHyio flHK. IlapajiJiejibHO Ha6juoflajiHCt H3MeHeHim 
3Jieicrpo4)opeTHHecKoro npo^iuia BHeroieTOHHoii flHK njra3MH, BbiflBJiaeM&ie nyjn>c- 
rejn>3JieKrpo<|>ope30M 

TaKHM o6pa30M, npHMeHeHHe flHKa3bi coraacHO 3aHBJraeMOMy cnoco6y 
OKa3BiBaeT Jiene6HBifi 3<J>4)eKT npn aTepocKJiepo3e. 
10 IlpHMep 6. JleneHHe caxapHoro flna6eTa. • 

FIjioxoh MeTaSoJiHHecKHH KOHTpom> ;*Ha6eTa, BbIpa>KaK)mHHC5I B BBICOKOM 
coflepxcaHim rnnK03HJiHpoBaHHoro reMorjio6iiHa b KpoBH h HH3Kaa 
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HyBCTBHTejiBHocTb k HHcyjmHy, Tpe6yK>maa BBe^eHHH bbicokhx £03 npenapaTa 

KBJIHIOTCfl OCHOBHMMH (J)aKTOpaMH, IipeflpacnOJiaraiOmHMH K pa3BHTHK> 
OCJTOaCHeHHH, KHBaJIHOT3aUHH H CMCpTH 60JIBHBIX. 

EojibhoE 46 jict CTpa^aeT ,HHa6eTOM 2 THna b xeneHHe 3 Jierr. PaHee 
5 jicnamHM BpanaM He yaanocb ao6htbch HopMonraiceMHH c iiomoiubk> opajiBHbix 
aHT0«Ha6eTHHecKHX cpe^cTB h 2 rom na3aa 6ojn>HOMy 6mji Ha3HaneH 

p CKOmShH aHTHMH HeJIOBCHCCKH^ HHCyjIHH AJIHTCJIBHOrO JQCeftCTBIM B ff,Q3e 0,3U/jCT 

(21U) b cyncH. OflHaico ypOBem> rjiHK03HJiHpoBaHHoro reMorjio6HHa b kpobh 
npoAonxcan ocTaBarbCH bhcokhm (6onee 10%), HapacTam npoflBJieHHH 

10 OTa6eTHHecKofl aHTHonaTHH c noxtHHefiponaraefi h ocjiaGxteHHeM 3peHHJi. 3a 2 roaa 
cyroHHafl noTpeSHOCTB b HHcyjiHHe BWpocjia flo 1,2 U/kt (84U) b cyncH. EojiBHOMy 
6bljih npoiracaHbi BHyrpHMBimeraBie HHteio^HH 6hhbch namcpearaHecicoH ,ZJHKa3Bi 
b 200 Mr b cyncH (,UBe HHBeKHHH b cyncH) Ha npOTJDKeHHH 4-x Meomes. K 

KOHijy Kypca jieneHEui caMonyBCTBHe 6ojn»Horo 3HaHHTejifcHO yjiy^mnurocB, 

15 chh3hjiocb co^ep5KaHne rjiHK03HjmpoBaHHoro reMorno6HHa b kpobh, yaajiocB b 2 
pa3a CHH3HTB cyroHHyio ao3y HHcyjiHHa. Pe3yjn>TaTW npHBe^eHBi b Ta6jraae 5. 



Ta6jiHi^a 5 

3<jNf>eKT JiCTeHH* ffHKa3on Ha MeTa6ojiHHecKHe noKa3aTe;iH naimeHTa 





J\o Hanajia 
jieneHHa 


Hepe3 3 
Mecjma 


*Iepe3 4 


rjIHK03HJIHpOBaHHBIH 

reMoraoSHH (%) 


13,2 


10,1 


7,2 


IIOTpe6HOCTB b HHcymiHe 
U/kt MaccBi Tejia 


1,2 


0,9 


0,6 


KOJIHHeCTBO BHCICJ1CTOHHO H 

RHK ruiasMBi kpobh (%). 


100 


35 


70 



KojinnecTBO BHemieTOHHOH flHK nna3MBi KpOBH oi^eHHBajiH, ocymecTBJiaa 
20 AeHCHTOMeTpmo 3JieKTpo<j>operpaMM. 3a 100% rrpuHHMajiH coaepacaHHe 
BHeKJieroTOoft ffHK iuia3MBi no Havana jie^emDi. 

TaKKM o6pa30M, npHM CHeHHe ,HHKa3Bi npH flHaSeTe oKa3Broaer jiene6HBiH 
3<j)<j)eicr corjiacHO 3anBJiaeMOMy cnocoSy. 
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IIpHMep 7. noflaBJieHHe aKTHBaiOTH JIHM^OUHTOB. 

20 MBnneft C57B1 HMMymoHpOBajiH cycneH3Hefi Mycobacterium Smegmatis 
(IOOmkt aHTHreHa b 50 mkji amoMmnieBbix kbscuob) no;oco>KHO b noayineHKy 
jianu. Hepe3 4 Heztejm Mumefi 3a6nB<uni h BbmeuiMH cnjieHoquTbi. CiuieHoiXHTbi 

5 CeHCH6HJlH3HpOBaHHMX H HHTaKTHKDC MWUiefi KyJlbTHBHp O B aHH B HaiHKaX IleTpH B 

cycneH3HOHHofi KyjiBType (2,5 x 10 6 kjictok/mji) b cpeae RPMI 1640 c 2mM 

TJlIOTaMHHa, aHTH6HOTHKaMH H 10 3M6pHOHaJIbHOfi TeJIHHBefi C&IBOpOTKH B 

npHcyrcTBHH aHTHreHa Mycobacterium Smegmatis (5mkt\mji) b TeneHHe 24 nacoB b 
amoc^epe 5% C02 npn 37°C. JSjui onpeflejiemiH CTeneHH atcraBauHH 
10 cmieHomrroB noa BJnwraneM aHTHreHa 3a 6 nacoB ao oko HHaiimi cpona 

KyjIBTHBHpOBaHHH B Cpe^y A06aBJDDIH [3H] THMHAHH AO 4>™aJIBHOH KOHI^eHTpaiJHH 

0,lmCi/MJi. riocjie OKOHHaHHfl cpoKa. KyjibTHBamra KJienaa OTMbiBajm, pacTBopHJra b 

4>OpMaMHfle H H3MepHJIH pa£HOaKTHBHOCTb. 

CepHK 1 (5 HameK). CnjieHomrrbi ceHCH6iuiH3HpoBaHHbix Mbimeii. 
15 Cepna 2 (5nameK). CnjieHomrrw ceHCH6HJiH3HpoBaHHwx Mbnneft. B cpeay 

Ao6aBJi5uiH peKOM6HHanTHyio AopHa3y-ajn>4)a (Genetech) b KOHueHTpaijHH 1 
mkt/mji. 

CepHH 3 (5 HameK). CmieHoijHTbi HHTaKTHHX Mtimeft. 

CepHH 4 (5 nameK). OuieHOUHTW hhthkthbix Mbnneft. B cpe^y Ao6aBJi5DiH 

20 BHeKJICTOHHyiO #HK KpOBH, BblfleJieHHyK) H3 KpOBH CeHCH6lUIH3HpOBaHHbIX MLimefi 

nepe3 2 naca nocjie noBTopHoro noflKOHCHoro BBeaeHHH aHTHreHa Mycobacterium 
Smegmatis b ao3e 200 mkt. JJJtSK flo6asjiflJiH b KOjmnecTBe 0,05 mkt/mji. 

Cepna 5 (5 nauieic). CnjieHoujiTbi iiHTaicrHBDc Mbimeii. B cpeay RoGaBSWin 
BHeicjieroHHyio flHK KpOBH, BUflejieHHyio H3 KpOBH HHTaiCTHBEC Mbnneft nepe3 2 
25 naca nocjie noBTopHoro noflKOxaioro BBefleHHfl aHTHreHa Mycobacterium 
Smegmatis b #o3e 200 mkt. flHK flo6aBJiajiH b KOJinnecrBe 0,05 mkt/mji. 

CepHH 6 (5 nameK). CmieHoijHTbi HHTaKTHbix MtmieH, KynbTHBHpOBaBiiiHecH 
6e3 Ao6aBJieHM aHTHreHa. 

BKjnoneHHe ciuieHOUHTaMH [3H] THMHAHHa nepe3 24 naca nocjie 

30 KyjEbTHBHpOBaHHH C aHTHTCHOM. 

Pe3yjn>TaTM aiccnepHMeirra npeflcraBjieHbi b Ta6jnme 6. 
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Ta6jnma 6 

IIoAaBJieHHe aKTHBauHH jniM<J)omrroB 



NcepnH 


KojraqecTBO jnujjMomrroB (CPM) 


1 


115000 


2 


75000 


3 


35000 


4 


95000 


5 


40000 


6 


15000 



TaKHM o6pa30M, BHeioieTOMHafl flHK mia3Mbi KpOBH ycmraBaeT 
cneuH$HHecKyio aKTHBamno jimm^oixhtob noA BJHWHHeM aHTnreHHOH crHMyjumHH, 
5 a npHMeHeHHe ,E(HKa3bi npHBO^HT k noflasjieHHio aHTHreiraofi aierHBanHH 
jiHM^oairroB corJiacHO 3aHBJiaeMOMy cnoco6y. 

ITpHMep 8. JleneHHe ajuiepnm, cBraaHHofi c peaKuneii 
rHncpHyBCTBHTCJib hocth 3aMe,zjjieHHoro Tima. 

My^cHHHa 23 jict nocTymui b KjmHincy b uraeejioM coctohhhh. Herape rofla 
10 Ha3aa, b 1999 ro^y y Hero 6bin flHarHO cunpoBaH xpoHHHecKHH MHejicmefiK03. 
riauHeHT paHee nojiy^an Tepairaio npenapaTaMH rHflpoKCHMOHeBHHbi h ant^a- 
HHTep^epoHa. Ebicrpoe nporpeccHpoBamie 6one3HH noTpe6oBano irpoBe^eHna 
npoijeflyp&i TpaHcnjiaHTaipm Kocraoro M03ra. Buna npoBeaeHa TpaHCiuiaHTaijroi 
kocthoto M03ra ot HLA - coBMecTHMoro, ho ABO HecoBMecTHMoro aoHopa c 
15 ToraJTSHBiM o6jiy*ieHHeM h BBe^emieM uHKJio$oc4>aHa. JJjin npo4>njiaKTHKH PTI1X 
6oJii>HOii nojiynaji MeroTpeiccar. 

Ha 9 aeHb pa3B*uiacb BbipaEteHHaa peaKima PTriX c reHepaJiH3osaHHOH 
cbinbio h Atiapeett. B TeneHHe 9 flHeft ©OJibHofi nojiynnji nyjibC-Tepanmo 

MCTHJUlpeOTIOOJIOHOM H aHTHJIHM<|>01JHTapHbIM rJK>6yJIHHOM. CoCTOHHHe 6ojibHoro 

20 yjiynniHJiocb. K 30-My otdeo 4>yHKHHfl kocthoto M03ra BOCCTaHOBHJiacb h 6ojibHoii 
6bin BbnmcaH, 

Hepe3 He^ejno 6ojtbho:B bhobb nocTynnji b KJiHHHKy c jieEKoneHHeii 

(neHKOUHTbl 0,9*10 9) , H3bfl3BJieHHHMH B HOJIOCTH pTa H JTKXOpaflKOft. 

AcnHpaiuioHHaa 6noncHn kocthoto M03ra BbiflBHjia ninonjia3HK) h 303HHO$Hjniio. 
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Bwjia Ha3HaneHa Tepanun A3aTHonpnHOM h JleibcoMaiccoM, ho nepe3 6 jme& bhobb 
pa3BHJiaci> jieHKoneHHH (jiefiicoijHTbi 0,7*10 9) . A3aTHonpim 6kui OTMeHeH h Sbuia 
npoBe^ena noBTopHaa nyjiBc-Tepannn MerHJinpe«HH30JioHOM b coneTaHHH c 

JiefiKOMaKCOM. JlHXOpamca, JiefcCOneHHH H H3bH3BJieHHfl B nOJIOCTH pTa OCTaBaJIHCb. 

5 BcKope nocne OKOHHaHHH Tepanra y 6oJibHoro pa3BHjiHCb 3nH30flbi 
BHyTpnco cyjuHcroro reMOjnoa, Ha <|>oHe nporpeccHpoBaHHa kotophx 
npo^ojDKHJioci, na^eHHe ypoBHH JieftKomrroB h tpom6oohtob. BojiBHOMy 6bdih 
Ha3HaHCHBi BHyrpHBeHHBie HH(J>y3HH 6tiHBefi naHKpea-raHecKOH 
^e30KcapH6oHyKJiea3M b ao3e 400 Mr/cyncH (800 000 Efl Kyima) b bhac 6 

10 oflHonacoBBix HH<J>y3HH exceflHeBHo b TeneHHe 2 He^ejib. IIpH stom ypoBeHb flHK 

TBffpOJimKHGCKOik aKTHBHOCTH, H3Mep*eMblft B HJia3Me KpOBH, npeBfclCHJI 180 EJJ 

KyHca Ha Jimp nna3MBi b Teneirae 6oJiee 12 nacoa. HaHHHaa c 5 jmx cocroaHHe 
6onBHoro crrajio yjiynmarbCH. CoaepacaHHe jieibcomrroB B03pocjio k 7 jxmo no 1,7 
*10 9 , a k 15 jmso cocTasHJio 2,4* 10 9 , HCHe3JiH npn3HaKH reMOJiH3a 3 
15 HopMajiH30Banacb TeMneparypa h npoH3onuia caHaipui hsb b uojiocth pTa. 
HopMajm30BanocB coAep^caHHe reMorjio6nHa h spHTpoijHTOB . IlaijHeHT 6mji 

BBmHCaH B yAOBJieTBOpHTeJIBHOM COCTOXHHH. IlpH KOHTpOJIBHOM BH3HTe 

rociiHTajiH3aixHH *iepe3 Mecjm <J>opMyjia KpOBH b nopWKe. 

TaKHM o6pa30M, npHMeHeHHe flHKa3M coraacHO 3aaBimeMOMy cnoco6y 
20 0Ka3BiBaeT Jiene6HbiH 3(|>$eKT npn aJiJieprcraecKHx 3a6ojieBaHHHx, cBH3aHHbix c 
rn nepny b ctb htc jibho ctbk) 3aMeflneHHoro rana. 

IIpHMep 9. ELo^aBJieHHe pacnpocrpaHeHHa MyraHTHoro reHa. 

PaA saSoJieBamift nejiOBeica Bosraiicaiox BCJieflCTBiie pasBHran coctcmihim 
coMaraqecKoro M03anim3Ma - aiccnaHCHH MyraHTHoro reHa b nonyjuiuHH 
25 coMaTH^ecKHx icneroK (Youssoufian H, Pyeritz RE. Mechanisms and Consequences 
of Somatic Mosaicism in Humans. Nature Reviews Genetics 2002;3:748-758.) 

B KanecTBe Moaejra pa3BHTHa coMaTHHecieoro M03ainjH3Ma 6bina H3y^eHa 
nacTOTa Myrar^HH reHa HPRT b T-miM^omrrax KpOBH. HejiOBenecicHH HPRT reH 
(XpOMOCOMa Xq26) KOflHpyeT KOHCTHiyrHBHO SKcnpeccHpyeMbm, ho He 
30 sccemjHajibHbiH (JepMeHT, BOBJieneHHbifi MeTa6ojm3M nypHHOBbix ocHOBaHHfi. 
KnoHHpoBaHHe npoBOflHJiH no MeTOAHKe, oiracaHHofi Bigbee W (Bigbee W. Et al., 
Mutation Res., 1998,v.397,pp. 119-136). KnoHHpOBaHHio no/jseprajracb jihm^o^tbi 
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nepa^epHHecKofi kpobh 8 6ojibhkk, nojiyHaBnmx Kypc 3-x He^ejiBHofi 
HMMyHocTHMyjmpyioiaefi Tepaimn npenapaTOM HeoBHp nocjie xnpyprHHecKoro 
yaajieHHJi onyxonn. H3 8 6ojh>hhx 4 nartfieHTa flonojmHTeJiBHo nojiynajm Tepamno 
HejioBenecKofi pckom6hhbhthoh ,HHKa30H I (Genetech) (200 mkt/kt BHyrpHBeHHO , 
5 4 pa3a b cyTKH b TeneHHe 3 Heaejn>). ^acroTa BCTpenaeMOCTO HPRT-ae<j)HUHTHBix 
kjiohob b KpOBH GojiBHWX, nojiyHaBnrax Tepamno ^HKa3oii I, b cpe^aeM 6uJia b 3 
pa3a HHHce TaKOBofi b KpOBH 6ojibhbdc, nojiyHaBmHX tojibko 
HMMyHO CTHMy jiHpyiomyio Tepanmo. flo6asjieHHe BHeKJieTOHHofi flHK kpobh 
6ojii>HKtx, He nojiynaBimix flHKa3y b KynBTypanBHyio cpe#y npH KJioHHpOBaHHH T 
10 - jiHM<J>omrroB Sojibhbdc, nojiyHaBnrax Tepanmo flHKa3ofi, noBtnnaeT nacroTy 

BCipeHaeMOCTH HPRT-fle^HUHTHBIX KJIOHOB npH KJIOHHpOBaHHH nOCJie^HHX. 

TaKHM o6pa30M, pa3pyineHHe BHeKJieroHHOH JJffK KpOBH Gojibhoto 
4>epMeHTOM J(HKa30H npemrrcTByeT pa3BHTmo coMaTHHecKoro M03aHijH3Ma 
corjiacHo 3aaBJiaeMOMy cnoco6y. 
15 IIpHMep 10. YHUHTOHceHHe naxoreHHbix cbohctb BHeKJieTOHHoft flHK kpobh 

pa3JiHHHHMH cnoco6aMH pa3pymeHHH. 

Mbhhh C57B1 nonymjiH npHBHBKy BBicoKOMeTacTaTHHecKoro hjih 
HH3KOMeracTaTHHecKoro urraMMa onyxojin LLC. Ha 9 aeHB nocjie nepeBHBKH 
khbothbix ycMnjDura h co6HpajiH cyMMapHyio ruia3My KpOBH MBniien. CyMMapnaa 
20 ^paiapM BHeKJieTOHHofi JSJrBC KpOBH nocjie BtmejieHra xpaHHJiacB npn -20°C b 
4>oc<j)aTHOM 6y<j>epe. 

B 3KcnepHMeHTe ynacTBOBajio 7 rpynn MBiuieft, iiphbhtbix 

HH3KOMeTaCTaTUHeCKHM U1TSMMOM LLC. 

Tpynna 1—6 nwniefi c iiphbhtmm HH3KOMeTacTaTHHecKHM inraMMOM LLC. 

25 Tpynna 2 — 6 MHnieit c npHBirrBiM HH3KOMeTacraTHHecKHM iutommom LLC 

+ BHyTpHBeHHoe OTyKparaoe (Ha ceABMofi h bocbmoS p&Rb nocjie nepeBHBKH) 
BBeflerae cyMMapHoff $paKimn BHeKJieronHofi flHK MBinieH c iiphbhtbim 
BBicoKOMeTacTaiOTecKHM nrraMMOM (0,05 • mkt flHK nepea BBe^eHHeM 
paCTBOpHJIHCB b 500 mkji CBe>Kefi renapHHH3HpoBaHOH KpOBH). 

30 Tpynna 3—6 MBnnefi c iiphbhtbim HHSKOMeracTaTBreecKHM nrraMMOM LLC 

+ BHyrpHBeHHoe AByKparaoe (Ha ce£BMoft h bocbmoS p$w> nocjie nepeBHBKH) 
BBeaeHHe cyMMapHoft $paicijHH ffHK MBiinefi c iiphbhtbim 
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BbicoKOMeTacTaTHHecKHM iirraMMOM (0,05 MKr AHK nepea BBeAeHHeM pacTBOpajra 
b 500 mkji cBOKeft ruia3Mbi). ITepefl BBeaeHHeM o6pa3eu flHK noflBeprajiH 
^OTOXHMHHecKOH #e3HH<|)eKiiHH (n;o6aBJieHHe 1 mkM MeniJieHOBoro CHHero c 
nocjie^yronjHM oSjiyneHHeM KpacmoM cbctom b TeneHHe 10 MHHyT (-60 000 
5 JIiokc). 

Tpynna 4-6 MBinieH c npHBHTBiM HH3KOMeTacTaTHHecicHM tUTaMMOM LLC 
+ BHyTpHBeHHoe AByKparaoe (Ha ce^BMoft h bocbmoh fleHB nocjie nepeBHBKH) 
BBe^eHHe cyMMapHoft 4>paiojHH flHK MBimen c itphbhtbim 
BbicoKOMeTacTaTHHecKHM mxaMMOM (0,05 mkt AHK nepea bbc^chhcm pacTBopajm 

10 b 500 mkji cBeaceii njia3Mti). IIepe,n; BBejjeHHeM o6pa3eu flHK CMenniBajiH c 10 
MKr aHTH-flHK mffpom^yiou^ix aHTHTeji. 

Tpynna 5-6 MBimeii c npHBHTBiM hh3kom eTacTaTHHecKHM iirraMMOM LLC 
+ BHyrpHBeHHoe AByKparHoe (Ha ceflBMoft h bocbmoh aem, nocjie nepeBHBKH) 
BBe^eHHe cyMMapHOH <J>paKijHH AHK MBimeii c iiphbhtbim 

15 BBicoKOMeTacTaraHecKHM iirraMMOM (0,05 mkt flHK nepea BBeaeHHeM pacTBopnjiH 
b 500 micji cBoiceft renapHHH3HpoBaHHOH kpobh). Ilepefl BBe^eHHeM b o6pa3eu 
Ao6aBJiHJiH 1 MKr ^pameHTa A pacTHTenBHoro TOKCHHa PinjHHa h HHiey6HpoBajiH 1 
nac npn 37°C. Phioih jiBJDieTCJi npe^CTaBHTejieM ceMeficTBa RIP (6ejncH 

HHaKTHBHpyK>mHe pH6oCOMBl) TOKCHHOB, HIHppKO HCnOJIB3yeMBIX flJIH C03£aHHH 
20 HMMyHOTOKCHHOB. KpOMe CnOCo6HOCTH HHaKTHBHpOBaTB PH60COMBI 3TH 6eJIKH 

o6jia#aK>T cnoco6HocTBio fleaAeHHJiHposaxB ,HHK h ocymecTBjiHTB ee rHApojiH3. 
JXjul peanH3aqHH to kchhccko ro aijx^eicra KaxajiHTH^ecKas e,miHHu;a A tokchhob RIP 
II Tiina AOJi3icHa 6bitb j^ocraBJieHa b icneTKy cySteAiiHtiueix B. B otc}/tctbh6 
cy6Beja,HHimBi B uentA He TOKCH^nia, o^HaKO noJiHHyKJieoTHfl- 

25 a^;eHHHrjiHK03HAa3Ha5i h ( 0;HK-ra ( npojia3HaH aKTHBHOCTfc ^e^H A mo>kct 6bitb 
HcnonB30BaHa pjui pa3pymeHH5i RHK, mipKyjinpyiomefi b njia3Me. 

Tpynna 7-6 MBimen c iiphbhtbim HHSKOMeTacTaTHnecKHM hitsmmom LLC + 
BHyrpHBeHHoe AByKparaoe (Ha ce^BMoli h bocbmoH: aeHB nocjie nepeBHBKH) 
BBe^eHHe cyMMapHofi ^paici^HH BHeKJieroHHoii JfHK MtuneH, npHBHTBix 

30 HH3KOMeTacTaTHnecKHM nrraMMOM LLC. 

OueHHBajiH KOJHiHecTBO MeTacTaTHnecKHX y3JioB b nerKHX Ha 1 5 jxem> nocjie 
nepeBHBKH onyxojm. 
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* 

Pe3yjn»Ta*rfci 3KcnepnMeHra npHBeaemi b TaSjnme 7. 

Ta6;nma 7 

KojiHHecTBo MexacTaxH^ecKHx y3JioB (N cp.) b Jienoax Ha 15 aeHb nocjie nepeBHBKH 

onyxojm 



NTpynnH 


Ncp. 


1 


12,0 


2 


22,5 


3 


14,1 


4 


15,5 


5 


15,1 


7 


13,3 



5 TaKHM o6pa30M, pa3JiHHHfcie cnoco6w pa3pymeHHH BHeKxceroHHOft ffl^K 

kpobh no^aBJiKioT ee naroreHHwe cBoftcTBa 

npoMBimjieHHa^ npHMeHHMOCTb 



10 Jinn peanH3aaHH aaHHoro cnocoSa npHMeHeHW H3BecTHwe MarepHanM h 

o6opyAOBaHHe, HaroTOBjraeMoe b 3aBOflCKHx ycjiOBrax, hto o6ycnoBJiHBaer 
cooTBercTBHe H3o6pereHHH KpHTepmo «npoMBmuieHHaa npHMCHHMOcrb». (IA) 
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OopMjuia H3o6peTeHHH 

1. Cnoco6 jieneHHa 3a6ojieBdHHH 9 conpOBOMc^aiomHxcH H3MeHeHn&MH 
KanecTBeHHoro h/hjih KojmnecTBeHHoro cocTaBa BHeiaieTOHHOH flHK kpobh, a 

5 hmchho, reHepajiH30BaHHHX hh <J) eKi^HOHHux 3a6ojieBaHHH, b bi3 lib aeMBix 
6aKrepHHMH, 3a6oJieBaHHft, BtouBaeMtix rpn6aMH h npocTe&miMH, aTepocKJiep03a, 
caxapHoro anaSeTa, ajuiepraraecKHx 3a6oJieBaHnft, cBK3aHHBix c peaKiznen 
rHnepnyBCTBHTejiBHocTH 3aMe,HJieHHoro THna, 3a6ojieBaHHH, o6ycjiOBJieHHtix 
MynmHaMH reHOB coMaraHecKHX KJieroK, xapaKTepH3yiomHHCJi t e m , 

10 HTO B CHCTCMHyK) UHpKyjIHimK) KpOBH BBOflHT areHT, pa3pyinaK)mHH BHeKJieTOHHyiO 
ffHK KpOBH. 

2. Cnoco6 no n.l, xapaKTepH3yiomHiicH t e m , hto b cHCTCMHyio 
iXHpKyjumHio KpOBH bbo^ht <J>epMeHT flHKa3y. 

3. Cnoco6 no n.2, xapaKTepH3yiomHficK TeM, hto <J)epMeHT 
15 flHKa3y bbojcht b ao3ax, oSecneHHBaiomHX H3MeHeHHe 3Jieiapo$opeTHHecKoro 

npo^iuiH BHeKJieTOHHoE fffrfK KpOBH, BHHBiweMoe nyjn>c-reJiK3JieKTpo^ope30M. 

4. CnocoS no n.2, xapaKTepH3yK)mHHca TeM, hto <J>epMeHT 
^ZfHKa3y bbo^ht b ao3ax h peaoiMax, o6ecneHHBaiomHx ypoBem> flHK- 

rH^pOJIHTHHeCKOH aKTHBHOCTH IDia3MBI KpOBH, H3MepaeMHH B nJia3Me KpOBH H 

20 npeBtnnaiomHH 150 eflHHim KyHija Ha jmrp njia3Mti, Ha npoTJDiceHHH cyMMapHo 
Sojiee 12 nacoB b cyTKH. 



